The apical ectodermal ridge (AER), a thickening of the limb epithelium at its distal tip, is pivotal for maintaining vertebrate limb outgrowth. In a recent study, Flrt3 has been involved in the activation of ERK by FGFs. Moreover, Flrt3 has been described as a transmembrane protein able to interact with FGF receptors modulating, this way, FGFR signaling, either directly or recruiting cytoplasmic cofactors that enhance the activation of this pathway. Preliminary results show that Flrt3 expression is restricted to the AER, colocalizing its expression with fgf8 and pERK activity. Moreover, our data indicate that Flrt3 expression is not regulated by FGF activity, although ectopic Wnt3a is able to induce Flrt3 expression. 
The apical ectodermal ridge (AER), a thickening of the limb epithelium at its distal tip, is pivotal for maintaining vertebrate limb outgrowth. In a recent study, Flrt3 has been involved in the activation of ERK by FGFs. Moreover, Flrt3 has been described as a trans- The early bi-potential mammalian gonad requires the expression of the Y-linked gene, Sry, during a brief window of time to ensure proper testis development. Wt1 and its direct target gene Sf1 function during sex determination as well as in the specified testes and ovaries. We have previously shown that the transcription co-factor Cited2 interacts with Wt1 to stimulate the expression of Sf1 in the adrenogonadal primordium to ensure adrenal development. We now show through genetic interactions and expression analyses that Cited2 acts in the gonad with Wt1 and Besides its tumour suppressor function, Wt1 has been shown to be an important regulator in the development of several organs including heart, kidneys and genital system. Mice having no functional Wt1 copy do not form kidneys and die, most probably due to heart failure, at mid-gestation. In the adult kidney Wt1 expression is restricted to a single cell population, the podocytes. This particular cell type forms the major part of the renal filtration barrier. Podocyte-associated defects, as observed in focal glomerulosclerosis, lead to severe kidney malfunction.
Using a conditional Wt1 knock out mouse model we are investigating Wt1 function in kidney and podocyte development and maintenance. Mice with early and podocyte-specific Wt1 inactivation die within 24 h after birth and show no signs of urine production (anuria). Podocyte restricted Wt1 inactivation in adult mice results in severe proteinuria, which is accompanied by a significant reduction in the number of foot-processes formed by the podocytes. In most cases this impairment of the kidneys' filtration capacity does not affect viability of the animals. In some cases, however, mice display a continuous and massive proteinuria and eventually die after 4-6 months.
Our data suggest that Wt1 is not only essential for the development of the renal filtration apparatus, but also for its maintenance and functional integrity. important for this process since corneal stroma is not able to sup-S152
